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RoC

+ Provides information about potential
cancer hazards in our environment

+ Hazard identification document

— ldentifies agents, substances, mixtures, or
exposure circumstances that may pose a
carcinogenic hazard for peoplein the United
States

— Lists “substances” as known or reasonably
anticipated human carcinogens

+ Congressionally mandated biennial report

— Secretary, Health and Human Services
(HHS), has responsibility for the report

— 1st RoC published in 1980 had 26 listings

— Current 11th RoC has 246 listings (58
known and 188 reasonably anticipated)

Report on
Carcinogens

2004
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Substance Profiles

Sumarancs Pecearn

+ |dentifies the listing

Polychlurinum_d Biphenyls (PCBs)
CAS No. 1336-36-3

« Summarizes relevant
information that supports the
listing

— Carcinogenicity, genotoxicity,
and biologic mechanisms in
humans and/or animals

— Potential for human exposure
 Provides information on

— Properties of the substance

— Use and production

— Current Federal regulations
and guidelines to limit
exposures
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Preparation of the RoC

+ Delegated by the Secretary, HHS, tothe NTP

« NTP uses a multi-step process with multiple opportunities for
public input
— Current process released in April 2007
= Addressed

— Publicinput on process: public meeting January 2004

— OMEB Final Information Quality Guidelines for Peer Review

= Added peer review of draft NTP documents used in the review and
additional opportunities for public input

+ Specific RoC listing criteria used to evaluate the scientific
evidence on a substance to determine whether or not to list

— Current criteria approved by the Secretary in 1996
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RoC Listing Criteria

Listing Criteria

The criteria for listing an agent, substance, mixure, or exposure circumstance in the RoC are as follows:

o e
___ Known To Ba Human %
O T

There is suicient evidence of carcinogenicity from studies in humans *, which indicates a causal
:alaﬂonsnlp between exposure 1o the agent, substance, or mixture, and human cancer,

an e
Reasmawmﬂmred To Be Human Carcinogen:

it R
There is limited evidence of carcinogenicity from studies in humans * , which indicates that causal

*  interpretation is credible, but that alternative explanations, such as chance, bias, or confounding factors,

could not adequately be excluded,

or

there is of from studies in exp animals, which indicates there is
- of mali andior a of mall and benign tumors (1) in multiple

species or atmultiple issue sites, or (2) by multipte routes of exposure, of (3) to an unusual degree with
regard to incidence, site, or type of tumor, or age at onset,

or

there is less than of genicity in humans or laboratory animals; however, the
agent, substance, or mixture belongs to a well-defined, structurally related ciass of substances whose

> members are listed in a previous Report on Carcinogens as either known to be a human carcinogen or

reasonably anficipated 1o be @ human ¢ gen, or there is convincing relevant that the agent
acts through mechanisms
2 BIe0on e

—Con di i icity in humans or animals are based on scienfific judgme
~——ith ¢ given 1o all relevant information includes, but is not imited to, dt&&r

respol 2. chemical structure, metabolism, ph
genetic effects, or other data relating io mechanism of action of factors that may be unique to 3 gmn
substance. For example, there may be substances for which there is
animals, but there are compelling data indicating that the agent acts through memanl.sms whh:n an not
operate in humans and would not bly be to cause cancer in humans.

*This evidence can include traditional cancer epldemiclogy studies, data from clinical studies, andior data
derived from: the study of tissues or cells from humans exposed to the substance in question that can be
useful for evaluating whether a relevant cancer mechanism is operating in people.

Used to evaluate the scientific
evidence on a candidate substance
for a listing determination

Categories

— Listas
= "Known"

= "Reasonably anticipated”

— Donotlist

Listing determination is based on the
strength of the evidence

— Specificstandardsthatthe body of
scientific evidencemust meetto reach
alisting determination

— Conclusionbasedon scientific
judgmentwith consideration of all
relevantinformation
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NTP Report on Carcinogens Review Process

Nominations and Selection p Scientific Review of .p Peer Review of Draft

of Candidate Substances Candidate Substances Substance Profiles
ra ™~ W o Y
Invite nominations Frepare & release draft Frepare & release
background document draft substan ce profiles

Fropose nominations
for review

_ ExpertPanel NTP Board of
{public meeting: peer review Scientific Counselors
} draft hackground document & {puhblic meeting: peer review
Selact candidate recomimend listing status) draft substance prafiles)
substances * \_ 5
\ J _ \
Releasefinal -
background document + Cobalt-tungsten carbide:
D powders and hard metals
. érlstolﬁhlc acids + Glass wool fibers
» Captafol . . :
« Cobalt-tungsten Interagency Scientific (respirable) as a class
bida: | | Review Group + Formaldehyde
carbide: powders and (closed meeting:
hardmetals recommend listing status)

“Elasswoplibers . NIEHSINTP BSC = Board of Scientific Counselars
« Formaldehyde Scientific Review Group :

L (clozed meeting: HHS = Health and Human Services
* 0'_N|t| °t_‘_3|'-'e"'e recommend listing status) MIEHS = National Institute of Environmental Health Sciences
* Riddelliine N >, MTP = Mational Toxicology Pragram
* Styrene RoC = Repoart on Carcinogens
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Draft Substance Profile

This DRAFT substance profile is distributed solely for the purpose of public comment and
predissemination peer review. It should not be construed 1o represent final NTP determination of policy

~

(Formaldehyde
CAS No. 50-00-0
Known to be a human carcinogen

\|"irsl listed in the Second Annual Report on Carcinogens (1981)

[0
|

C.
H/ \H

| Carcinogenicity ]
Formaldehyde is known to be a human carcinogen based on sufficient evidence of
carcinogenicity from studies in humans and supporting studies on mechanisms of
carcinogenesis.

Cancer Studies in Humans

Epidemiological studies have demonstrated a causal relationship between exposure to
formaldehyde and cancer in humans. Causality is indicated by consistent findings of
increased risks of nasopharyngeal cancer, sinonasal cancer, and myeloid leukemia
among individuals with higher measures of exposure to formaldehyde (exposure level or
duration), which cannot be explained by chance, bias, or confounding.

Numerous epidemiological studies have evaluated the relationship between
exposure to formaldehyde and cancer risk, including (1) cohort and nested case-control
studies of industrial workers, (2) cohort and nested case-control studies of professional

Same format as RoC substance
profile

Provides NTP'’s preliminary
policy decision on listing status in
RoC

Summarizes scientific
information supporting the listing
recommendation

Provides information on
— Potential for exposure

— Properties of substance, use, and
production

— Current Federal regulations
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NTP Report on Carcinogens Review Process

Nominations and Selection p Scientific Review of .p Peer Review of Draft —.p Preparation of RoC

of Candidate Substances Candidate Substances Substance Profiles and Transmittal
FA ™ T T e o
Invite nominations Prepare & release draft Prepare & release Frepare draft RoC
background document draft substan ce profiles

Propose nominations Director, NTP

far revisw
NTP
Executive
ExpertPanel NTP Board of Committee
{public meeting: peer review Scientific Counselors
} draft hackground document & {puhblic meeting: peer review
Selectcandidate recomimend listing status) draft substance prafiles)
substances * Y ) Secretary, HHS
. Yy, {transmit RoC to.
Releasefinal Congress and public)
background document
i Release NTP
response documents

(MNTP'sresponse to the expert
panel peer review repart,

Interagency Scientific the BSC peer review repart,
Review Group and the public comments)
(clozed meeting: = =
recammend listing status)
MNIEHSINTP BSC = Board of Scientific Counselors
Scientilfic ?Wiew GWUP HHS = Health and Human Services
recuﬁﬁrﬂgidwsﬁiﬁgngfatus) MNIEHS = National Institute of Environmental Health Sciences
5 ) MTF = Mational Toxicology Pragram

RoC = Report on Carcinogens
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Peer Review Format
+ RoC staff present NTP's preliminary listing recommendation and
supporting scientific information
» Public comments

+ Peerreview comments by reviewers — BSC and ad hoc
reviewers

« Additional BSC comments

« BSCdiscussion
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Charge

Determine whether the scientific information cited in
the draft substance profile for a candidate substance

is technically correct, clearly stated, and supports the
NTP’s preliminary policy decision regarding its listing
in the RoC (i.e., known to be human carcinogen or
reasonably anticipated to be human carcinogen, or not
to list).
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